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(84) iH^mm ri£*S;: ARTPO (GH, GM, KE. LS. MW, ^fti^MSIS: 

MZ, SD, SU SZ, TZ, UG, 2WX 3.-5 vT^l^r (AM, — S«SfiiS^#S 
AZ. BY. KG, KZ, MD, RU. TJ, TM). 3 — a /<^S^ 

(AT, BE, CH. CY, DE, DK, ES. H, FR, GB. CR, TE, IT 2 3t^a— K5ti/te<0B§^|:iOl^Tl*. S^^fir^^K-S 

LU. MC. NL, PT, SE). OAPI (BF, BJ, CF, CG. CI, ^PCTiS-^v h 0) 55^11 IC^tft^ttTL^S Ta— KfcBSg 

CM,GA,GN,GW.ML,MR,NE,SN,mTG). (D*'-r — h J 
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m m ^ 

-5.. 

xXhX5^P> (DHT) tr^ife^n. 5^:^ h7.5"P>t<!:t>twBtt© 
Engl J Med 334, 707-714, 1996). 
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(Ann Rhevun Dis 55, 811-815, 1996) . 

^T<DT> H ay>iipmiti^mmm<Dm\f^izwiErr^^^mi^ 1075 

(DT>Kny>S^^ (Androgen Receptor, OTARtVi^) ^^^ft-L 
T^T^^-T'S. A R 1988 ^fC Chang RU^ Lubahn 6. tC J; 0 -^-CDJtfe 
^/>si7D— ->i^$n, x7.hDy>. yDyx5=-a>, S^^Jl-ajU 

T^D-r r 5 'J -^mm-r^ z. iitami^Mz^tift (science 

240,324-326. 327-330x 1988) . Ii»ttlC^tr7> H >tt|Se«|«ffl 
BaM<&S«JK«{CJ; OiiiSL., AR<D7l^;P^:>ie^^«{c^S6«J;&^ojl5 

ny>jS^14DNA^lS (Androgen Response Element : ARE) JCiB 
■g-rs. -e-LT. eiWJtW©fe^75«Pa$&$n, mRNACD^^*te;i 

(Trend in Endocrinology and Metabolism 9, 317-324, 1998) . ZL(D 

ART zt-x h t Vxiti^i^l&^moymt^^^^tbtiT'T. hxy'uy 

XX'T")l'©^l^li (testosterone enanthate, testosterone 
propionate) 17 a^lC^^;PS§»AU, 17i3&©7KBfSCDie{bJC 
i ^'^mitit^^m l^m^^mubftmam (methyltestosterone, 

Q\xoKymesterone)ti^'^<f)''<^f^l^ihtlXl^^. ^tl'b(DT > \^n^y7. 
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EnglJ Med 334, 707-714, 1996) . ifi^, Z.<DJ:'^UXv^a^ ]i<Dl^ 

Tlx, ttSllg^ttSJcdiMiiUTL^^Cltj&St&JgStlT^fc (Drugs 
Aging 5, 59-80, 1994). 

— X hf^ffltZ^^^t?*^ t3tAe.tlTViS (J Med Chem 31. 954- 

959,1988). ^ji/iS's [^\tn^-cwtf>xmmf^mi)^mttji^rz.$}F7.^ 

i^tlTVi^ (Clin Pharmacokinet 34, 405-417, 1998). ^Tz, TM 
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a:oTtiS (J Urol 57, 172-174. 1985; J Urol 155, 209-212, 1996). 

^JBJ!g*«SiJf^ffl t bTjg^f S (J New Bemedies & Clinics 48, 307- 
321. 1999). 

^ (The 80 Annual Meeting ofThe Endocrine Society. P3-126, June 
24-27, New Orleans, Louisiana, 1998). C <Ditk. I^XT-D-fH^AR 

^;&*a5('f etlTt^S (J Urol 153, 1070-1072, 1995). IttZ. fl&SfclKS 
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R*R» (iCtfi, R*:}3,ktKRni^tl^nS&3iLxT7K5!IJ^^. ^SligC 1 ~ 
75 HS, K3gia:2~5©7;U^;U7S HS. ;^3S3S1~4©7;U 

=^;U5^«. ^^|gti~4<DiigitejKx;i/7>f ^^i* l - 4 ©It 

P^ h^^^i'SS^ttT-h^^Jl'rtPXh^i^SS^L, X«CH, CH 
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e*ie^. -0-, -OCO-, -osOj-, -s-» -sco-^ 

-so-, -SO2-. -NR»-, -NR»CO-, -NR»SOj-, - 
NR'CONH-, -NR'CSNH-, -NR'COO-^^tti-NR' 

COCO- (SC*. r'^tK^i^^, m^Sci~9ot;i/^;uS, 

~ 5 (07 )V^)Vm> SfettR»»THife$nTViT t) 'J 

(SC*. R>ni^3Ria:i~9<oT;p=^rJUS. ^5!i»: 1 ~ 9 ©t;u 
APy>lg^, :^hn», TU-;PS. NR"R« (iC«t»» 
R»^it5R»ttW-€'n$6StlxXMI2R*i:Pli;ici*?fe^-r. ) . * 

)V:tU:K^)Vm, h 'J ■7;i/:ta;^ h^^v-S^fcliT" h 7 7;i/:tP 

7)v^)vm. /\u^>^=f: M«i->u;ws, *;fcHR"T?a«i^nTVi 
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n-:rni:f;ps, -f y:7'ntr;PS. n-3^5^;ws, -fv:/5^;i'S. 

t e r t sec n -^>^;PS, t e r t - 

75;l^S> 3 ^^'^>5^Jl.S. n-^^i^jum. 3. 
3->?^5^;w:/5^;i/S, 2 -X5^;p:r^;ps. n-'s^5^;i'S, 2-;< 
5^;u^=^'>;i/S> n-:i-^^;i.s, 2 -yDt^;^^>5^;^»:fea;tKn- 
h=*^->S. n-zfaifi=^'>m, ^yyp#+'>S, n-:^h^->S. < 
y:rh=*^'>S, tert-ym^->S. s e c -y^h:^r->S. n-'^> 
5'Jl/:r4^->S, t e r t 3 h4^->», 4^ 
:t'<>9^;l'Pf^->S, n-^^i^Jl/rt^^^vS, 3, Z -i? :^^)V:rh^ 



8 



pfcf;i'7>;p5lx-;l'S. n - ^'^jut.jI/:}^-;!/*, vy5^;^XJ^t;:n;^ 
S. t e r t - >^5^;p;^;i'^-;i/S*3<fctXs e c 

h=t^v'*;P5i?x;i'S. t e r t -:/h*->*;i'jj?-;i/S*5iz/s e c - 
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h=^^>':t=^itU;i'S, t e r t -:/h4^i':i-=lr1tU;PS, sec-fh 

n-^5^;i/TS HS, 'fvy5^;P7S KS, t e r t KS, 
s ec-lf^)i'7S^ HS. n-'^>5"JP7S HSteilXt e r t-TS 

-f yy^;i'5^:rs. t e r t -zf^ju^^mii^rSs e c - :r 
filmic 1 ~ 4 a>mmmy^)\^y ^ oA^0ii<i: lth^ >x 

>f x;ps. t e r t - -:r=f-)\^-x)Vif ^ sec- 

^ zL)\,m&^(omm^tz\t.%^m^<ommk7.)v-7 x;ps*t 

;i/7jxx;ps> x^^ >;^;p*x;i/S, n-yDtr;Px;i/7^x;ps, -fyy 
S. t e r t -:/5^;i';^;i'*x;us^j;t^s e c -:/5^;pxjl/j^x;p« 
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-f y::/5^;i'7.Ji':7T^-f ^PS. t e r t -zf'^ji^y^jvy 7=e^ 

5^U>S. ^h^^^U>^. ^>:5';j^5^U>S, 

4^->>t^;PS. n-':^h^>>^^;i'S. 'i'y:^h=^rv;>t9=^;PS, ter 
t -:rh^'>pt5^;i/S. s e c-T/h^^^v^^JPS. ^ h^->Ji^)Vm> 
xh^vx^juS, n-:/D:l^^>'X5^;i/S. -r vyDi?4^>'X^;i/S, 

S, t e r t -:/g^;i/i^;?tg^;i'>'U;i'S> t e r t -:/5^;i'>?7xx;p 

(dtt (E) (Z) «^*5ctU^^K>ig-&'^(Z)ti-rnt):*:^g^t::^^$n 
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h*jyu:tu?t^^>7,)V-!i^ >mm.. jptJx >KJe3ft £©<ai»T;p 

R* H 

(a) (b) (c) (I) 

SOR\ S02R«:teJ;tXNH2®il-&^|^<. ) 

(I) -t:7h^t\.^-^W^\\L^m\%. (a) , (b) :feJ:tJt (c) 

(a) , (b) 43 J: DC (c) T^$n'5<t^i^ttmBSG)SS^i:UT 
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fflvien2>. Kttss: (a) x^-sn^it'^wzMvmmm'^i o^mm 

3&niii:<lClS^$n35:Vi*^ v'i^PP;<^'>, i;DDj|Njl/A, 1. 2 
->fi?DDX^'>, '^4=^■t^>', '^^•e^, h;PX>. >^:f^1i->, T^h 

[a!i]a&2] 




(iC:4>, TBDPSK t e r t -::^5^;p>?-7iXJl/i^ij;WSSr^L. -5- 
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^St«C±h^)^J^. 7K»<t*»J'>A. mSt±V^)^l.t^ 
m. mM'^1t\%yy\\M\^. ^ (I a) T^^^n^^b^^g^JcMtX 1 ~ 
A, 1. 2-5^;j7nPX^>, '\^^-tJ->, '^^l?^, h;i/X>, 




) 



*»iB©ib^«s©-5-fe> (I c) T^$n*ft:^ifett, (I b) 
■c5^$ns^b-&«!ia:5S: (d) <d' ) Tf^snsfk^ife*. ifis 
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(d* ) -e5^$nS{b^'»«iC (I b) T?*$tl-5'fb^«»>C»UTl~ 

1 ossfflt^so^w^L-vi. isstt^: (d) sfctt (d* ) -e^is^n 

i7DD^^>, i^nD7l>;UA, 1, 2->?^oax5'>, l. i. 2, 

was oi)—i 2Rfia*w*bv^. 
[i!it^4] • 




*ll?«®'fb'&iK»cDa-&. (I f) -es^^tis-fk^i^Jt. ^ (I e) 
«E;^f*«fetf ^.ti-s, m\-t^ (I e) T^Snsfb'&igatc^tL 1 ~5 0 
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1. 2-5?i7nnx^'>, ^^^>, ^>i^>, hJV3L>, i^iir^-^>. 

b < . RlSl^ratt 3 0 ^i-- 2 4 mr^t/iHf^ L Vi. 




')-h^^ft\t^:t^^^'>T-rhm^m\^. Z*li-NHCO-, -NH 
SOa-, -NHCONH-Sfctt-NHCSNH-$:^L. -^CDflfe® 

^mm(r>it^m(D'^%. ^ (I g) -es^$n5<k'&!Kitt, (i f) 

TS^^nSft^!^^^ (e) (d' ) T^$nsfb-&i^^. ffiS 

{fh'JX5^;i/7^>, tfU>?>;itfd«a&tf e.ns. SC (e) 

(d* ) (If) T?^$ns{b-&i^»c*tLTi~ 

1 oafiffliri5©*«jfF*LVi. Mtt^ (e) .sfc« (d* ) -e^$n 

i7UU:/^^>. i'DP^Jl'A. 1, 2 ->?i'PPX3'>. 1. 1. 2. 
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^^m<0it'^^O'^*>. dm) T^$n-5ft;-&<KJtt. (I k) 

5>. tfUv?>. 7K^^t:^ hU-i^A, t e r t -yh+->;?3U■i'A;|^j:<i: 
3&t^^f^.n^o (f) -C7^$n^{b-&#)tt^ (I k) T^^nsfb-^ 

i7UU:^ff>, i7DDJ^;WA, 1, 2 ->'5'Dnx^^>', 1, 1. 2, 

H p 37 ^ >;a: L ti. Ki^mmi. o ~ i o o 'Cj&w* u < , 
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:^^m<Dit^m<Do%. (I n) X-^^tl^it^mt. dm) 
a^^>. i7PP/t:JUA. 1. 2 ->7d7DnX:S'>. 1, 1, 2, 2- 




*fi?acDffc;^#jo)^-&, (I p) -t?^$ns<b^#i«, ^ (I o) 
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H^ltJglfiltlfiTJlE, IS^tt«l«6»« (-f>*5'>X» mttl^|g|$(c 

> 

mmizm.. %mtm. -^m. mmm. m^^mm^^ 

!B5*ffltiS^<!:A<T#, £;T{':^rilJ£«»Jl > 2 3, 2 5, 3 

9. 56> 60, 65, 66. 67 C!)fb-&!fe)^S.tf S CI t76«T#-5. 

ib^ti^fflt,^?>;ii:75^T#, px¥\z^^-rmmme . ?, s. 9, 

13, 19, 20. 21. 29. 35. 40. 53, 6 2<Dit'^i&^$, 

^f!!^ (Dmmit. zin e © A R mmmm.\zm^xii: < mm-r^ zLtt^ 
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-c#s. im. *:/-fe;wpj. *s*«g. ia««»i> ihjb^j. &\m. 

Hi{*JW» xyu-?fO. yjWM, jSI*9J, ;i5liafi9. ait»J>S:if*<* 

s, ^^itm, mmnu m.im. mmm. ^(D^mm^i^izm^tin^ 

U>SI#<*©1 B^feOOa:#StbT*!ltfeO. 0 1-10 Omg/k 

<DmMmmzti\^^T> \faif>^^^$i^1ft•r^m&omm^zmm 

;&:43, »H-NMRX'^i7 hJPti, 5^h7;?t^;i'->^> (TMS) 
rtSm^PiiL. J NM-EX2 7 OMX'^^ hJUjjt-^'- (2 7 OMH 
z> a^m^ SI) TiB!l5£L, fifitlippm-eS^Lfc. 

)m. P r tt:/D B u «:/5^;i'S. P h i^y xn;i'S, b n « 
^>v;US. Ac ti7ir5^;i/S$^-ro 
[Mmmi] 2-^5^JU-2- (8-:^hD-3a, 4. 5, 9b -x 
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>-l-:t-;KDi8ifi 



NU:7;i':*-n»K5. 5ml «rT-feh— hU;i/7 0ml tH 

u^i^}f.n}V7 H 1 0. 0 g^o'c-csB^fc. Mia-es oij-rais 
tf^y^- immmm ^^^> :mk:r.'^)v=\ d -rttsau, 

•H-NMRCCDCls) 5 : 7.85(s, IH), 7.84(d. J = 8.9Hz, IH), 6.47(d, J 
= 8.9Hz, IH), 5.96(brs, IH), 5.78(brs, IH), 3.98(d, J = 9.9Hz, IH), 
3.64(d, J = 10.6Hz, IH), 3.55(d, J = 10.6Hz, IH), 3.54(d, J = 2.3Hz, 
IH), 2.87(ddt, J = 2.3, 8.2. 9.9Hz, IH), 2.48(dd, J = 9.9. 15.5Hz. IH), 
2.26(dd. J = 8.2, 15.5Hz, IH), l.ll(s, 3H), 0.96(s. 3H). 

OT, mmm i t-mm^i^xumm 2-34 {w^-r<b^fe*iaiiLfc. 




wo 01727086 



22 



PCT/JPOO/07007 



1 












*H-NMR 6 : 


2 


3-NOs 


U 


TBDPS 


(CDCl^ : 7.86(4 J = 2.6Hz. IH), 7.78 
(do, J = 2.6, 6.9Hz, IH), 7.48*7.30(ni» 
6H), 6.19((l J = 8.9Hz, IH). 6.95(d, J = 
2.6H2, IH), 5.92(8, IH), 6.77(brs. IH), 
3.97(d, J = 6.3Hz, IH), 3.61(d, J = 
9.9Hz, IH), 3.56(d, J = 2.0Hz. IH), 
3.44(d, J = 9.9Hz, IH), 2.83(dt, J = 
10.2, 6.dHz, 110, 2.47(dd. J = 10.2, 
18.5Hz, IH). 2.22(ddd. J = 2.6. 6.3, 

0.87(8. 3H). 


3 


3-CN 


H 


TBDPS 


(CDCW : 7.70.7.60(m. 4H). 7.48- 
7.34(m. 6H), 7.11(d. J = aSHz, IH). 
6.27(d, J = 8.3H2. IH). 5.86(br8. IH). 
5.75(hrB. IH), 3.93(d. J = 7.3Hz, IH), 
3.59(d, J = 9.9Hz, IH), 3.49(d, J = 
1.7Hz, IH), 3.41(d, J = 9.9Hz, IH), 
2.81(dt, J = 9.9. 7.3Hz, IH), 2.49(dd. J 
= 9.9, 15.8Hz, IH), 2.19(dd, J = 7.3. 
15.8Hz. IH). 1.12(8, 9H), 1.09(b, 3H), 
0.85(8, 3H). 


4 




1-OH 


TBDPS 


(CDCla) : 7.64(d. J = 6.3Hz. 4H). 7.46- 
7.30(m, 7H), 6.52(d. J = a6Hz. IH). 
5.72.5.62(m. 2H). 4.77(d, J = 8.9Hz. 
IH), 3.63.3.40(m. 4H), 3.02.2,9l(in, 
IH), 2.61-2.51(m, U^. 2.23-2. 12(m, 
IH), 1.08(8. 9H), 1.06(6, 3^, 0.85(0, 
3H). 


5 


2-NOi 


1-OH 


TBDPS 


(CDCIa) : 7.73-7.55(m, 5H), 7.46-7.31 
(m. 7H), 5.95(br8. IH). 5.75- 6.73(in, 
IH), 5.69(brs, IH), 3.97(d, J = 7.6Hz, 
IH), 3.60(br8, IH), 3.56(d, J =: 10.2Hz, 
IH). 3.46(d, J = 10.2Hz, IH), 2.87(q. J 
= 8.6Hz, IH). 2.62-2.43(m. IH), 2.26- 
2.16(m, IH), 1.09(8. 9H), 1.07(e, 3H), 
0.93(6, 3H). 
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6 


3.NO1 


H 


CH^OMe 


(CDQa) : 7.86(8. IH), 7.84(d. J = aGHz, 
IH). 6.45(4 J = 8.6H2; IH), 5.96(ddd, J 
= 1.7, Z3, 6.6H2, IH), 6,77(ddL J= 1.0, 
5.6Hz. IH), 5.65(6» IH), 4.68(4 J » 
6.6Hz, IH), 4.63(4 J = 6.6Hz, IH). 
3.99(4 J = 8.3Hz, IH), 3.52(4 J = 
z.unz, IH), o.49\,a, ti — ^i/iiZj ixi^, 
3.36(8, 3H), 3.85(4 J = 9.2Hz, IH), 
2.87(dt, J - 10.2, 8.3Hz, IH), 2.48(dd4 
J = 2.3, 10.2. 15.6Hz, IH). 2.26(dd4 J 
= 1.7. as, 15.6Hz, IH). 1.11(8. 3H). 
1.00(8. 3H). 


7 


4.NO, 


H 


H 


iCOa^ : 7.12(d4 J 1.3. 8.3Hz, HQ, 
Y.UUvH 0 — o.orlz. 111), D.74(aa, 0 = l-o, 
8.3Hz, IH). 5.73(d4 J = 1.3, 4.3Hz, 
IH), 5.62(dd4 J = 1.7, 2.3. 4.3Hz, IH). 
5.13(8, 3H), 4.65(4 J = 7.3Hz. IH). 
3.69(d. J = 10.9Hz, IH). 3.54(4 J = 
10.9Hz. IH). 3.41(4 J = 2.3Hz. IH). 
2.95 (ddt, J = 2.3, 9.9. 7.3Hz. IH). 
2,59(ddd. J = 2.3. 9.9, 15.8Hz. IH), 
2.22(ddd. J = 1.7. 7.3, 15.8Hz, IH), 


8 


4-CN 


H 


H 


(CDCU : 6.98(4 J = 4.6Hz, 2H). 6.75 
(t. J = 4.6Hz, IH). 6.20(br8, IH). 5.77 
(bre. IH), 4.24(d. J = 8.3Hz, IH), 
3.65(8, 2H). 3.30(8, IH), 3,02(dq, J = 
2.3, 8.3Hz. IH), 2.65(d4 J = 8.3. 
15.6Hz, IH). 2.28(d4 J = 8.3. 16.5Hz, 
IH), 1.09(8. 3H). 0.97(8. 3H). 


9 


3.NO, 


H 


Me 


(CDCla) : 7.86-7.82(m, 2H), 6.44(4 J = 
9.6Hz, IH), 5.96(ddd, J = 1.7. 3.0. 
5.9Hz, IH), 3.97(4 J = 8.3Hz, IH), 
3.49(d, J = 1.7Hz. IH). 3.38(s, 3H), 
3.35(d. J = 9.2Hz. IH). 3.18(4 J = 
9.2Hz, IH), 2.84(dt, J = 10.2, 8.8Hz, 
IH). 2.47(dd4 J = 2.3, 10.2, 15.8Hz. 
IH). 2.24(d4 J = 8.3. 15.8Hz, IH), 
1.09(8. 3H). 0.96(8. 3H). 


10 


3-CN 


H 


Me 


(CDCla) : 7.18.7.15(m. 2H), 6.47(d, J = 
a9Hz, IH), 5.87(dd4 J = 1.7, 3.0. 
5.6Hz, IH), 5.75(d4 J = 1.3, 4.3Hz. 
IH), 5.44(8, IH), 3,92(4 J = 8.3Hz. 
IH), 3.42(4 J = 2.3Hz. IH), 3.36(s, 
3H). 3.32(4 J = 8.9Hz, IH). 3.17(4 J = 
8.9Hz, IH), 2.82(dt, J = 9.9. 8.3Hz, 
IH), 2,49(dd4 J = 2.3. 9.9, 16.8Hz. 
IH), 2.21(dd4 J = 1.3. a3, 16.8Hz, 
IH). 1.07(8. 3H). 0.93(8. 3H). 
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11 


3-NOs 


H 


Et 


(CDCla) : 7.86(s, IH), 7.84(d, J = 9.9Hz, 
IH), 6.40(d, J = 9.9H2, IH). 6.15(s, 
1H)» 5.96-5.9o(ni, IH), 5.77(b, 1H), 
3.97(4 J = 7.9Hz, IH). 3.64- 3.44Cm. 
EH), 3.38(4 J = 8.9. IH). 3^3(4 J = 
8.9Hz, IH), 2.84(dt, J = 10.2, 7.9Hz. 
110. 2.47(dd4 J = 2.3. 10.2. 15.8Hz. 
IH). 2^(dd. J = 7.9, 16.8Hz. HQ, 
1.26(t. J = 6.9Hz, 3H). 1.10(8^ 31©, 
0.94(B» 3H). 


12 


3-CN 


H 


Et 


(CDCla) : 7.18-7.15(m. 2H), 6.43(d, J = 
8.9Hz. IH). &.86(t, J = 2.6Hz. IH). 
6.76-5.72(in, 2H). 3.92(d. J = 7.6Hz, 
IH). 3.48(q. J = 6.9Hz, 2H), 3.40(d, J = 
2.0Hz. IH), 3.35(4 J = 8.9Hz. IH), 
3.20(4 J = 8.9Hz, IIT). 2.82(dt. J = 
10.2. 7.6Hz, IH). 2.50(dd4 J = 2.0. 
10.2. 16.8Hz, IH), 2.22(dd4 J = 10, 
7.6. 15.8Hz. IH), 1.24(t. J 6.9Hz, 
3H>. 1.08(8. 3H). 0.92(a 3H). 


13 




H 


Bn 


(CDCl:^ : 7.84(a. IH), 7.81(4 J- 8.9Hz. 
IH), 7.42-7.29(m, 5H). 6.23(d, J = 
a9Hz, IH). 5.97(8, IH). 5.95(dd4 J = 
1.7, 2.3, 5.6Ha, 1]^, 5.75(4 J = 5.6Hz, 
IH). 4.52(6, 2H). 3.97(4 J = a2Hz, 
IH). 3.51(4 J = 2.3Hz. IH), 3.46(4 J = 
8.9Hz. IH), 3.32(d, J = 8.9Hz. IH), 
2.84(dt, J = 9.9, 8.2Hz. IH). 2.46(dd4 
J = 2.3, 9.9, 15.8Hz, IH), 2.23(d4 J = 
8.2, 16.8Hz. IH). 1.12(8. 3H). 0.96(8, 
3H). 




0-v-»JN 


XT 

n 


Rn 


^V/i^Wfiv • ' .'si.'* • f \"*t onjf fl • X f ^B, 1X1/, 
7.13(d. J = 8.3Hz. IH). 6.28(4 J = 
8.3Hz. IH). 6.85(ddd. J 1.3, 2.0. 
6.6Ha. IH). 5.74(4 J = 6.6Hz. IH). 
5.55(B, IH). 4.51(8. 2H), 3.92(d. J = 
8.3Hz. IH). 3.62-3.49(m. 2H), 3.30(4 J 
= 8.9Hz. IH). 2.82(dt. J = 9.9. 8.3Hz. 
IH), 2.48(ddd, J = 2.0, 9.9, 15.5Hz. 
IH). 2.21(ddd, J = 1.3, 8.3. 15.5Hz. 
IH). 1.10(a 3H). 0.94(6. 3H). 


15 


3-COOH 


H 


H 


(DMSO-dfi) : 11.97(s» IH), 7.47(s. IH). 
7.41(4 J = a3Hz, IH), 6.67(4 J = 
8.3Hz» IH), 5.91(brB, IH). 5.66(brs, 
IH), 4.9d(br8, IH). 3.90(4 J = 78.3Hz. 
IH). 3.36-3.26(m. 3H). 2,77(dd. J =8,3. 
17.5Hz. IH). 2.63-2.27(in. IH). 
2.18(dd. J = 8.3. 14.4Hz. IH). 0.94(s. 
3H). 0.88(8. 3H). 
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16 


3-SM6 


H 


H 


(CDCl^ : 7.01fe 110, 7.00-6.96(m, IH), 
6.63(d, J = &3Hz» liO, 5.92- 5.860n* 
IH), 6.76.5.720ai, IH), 3.96- 8.92<m. 
1H)» 3.58(d, J = 11.0Hz. 2H), 3.49(d, J 
=s ll.OHz. IH), 3.36<d. J = l.THz, iH), 
2.86(ddd, J = 2.3, 8.3, 18.0Hz. IH), 
Z65.2.52(m, IH), 2.40(8» 3H), Z31- 
2.21(m. IH). 1.06(a 3H). 1.00(b. 3H). 


17 


3^0Me 


H 


H 


(CDOi) : 7.27.7.23(m. IH), 7.16<dt, J = 
1.7, 8.3Hz. IH). 6.57(dd, J = 8.3, 
12.DHZ. IH), 5.90(br8, IH), 6.74(bTB, 
IH), 3.99(d, J = 7.9Hz, IH), 3.63(b, 
IH), 3.52(8, IH), 3.42<d, J = 4.0Hz, 
IH), 2.92-2.81(m, IH). 2.67(8, 3H), 
2.60-2.49em. IH). Z29-2,20(m, IH). 
1.08(6, 3H). 0.95(8, 3H). 


18 


a-SO^Me 


H 


H 


(CDClii : 7.45-7.39(m. 2H). 6.66(d, J = 
8.6Hz, IH), 5.92(brB. IH). 5.76(brs, 
IH), 3.99(brB, IH), 3.57-3.47(in. IH). 
2.98(8, 3H). 2.98-2.86(m. IH), 2.66- 
2.45(m, IH). 2.29*2.19(m. 11^, 1.26(8, 
3H). 1.09(8. dH). 
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m. 2 




maw 
»^ 






'H.NMR(CDa^ d : 


19 


NOt 


Me 


7.88-7.84Cai» 2H). 6.64(d, J = 9.2Hz. IH), 5.99*5.97(m» 
IH), 5.78-5.76(m. IH), 4.84(bra, IH). 4.02(dL J = 8.3Hz, 
IH), 3.63(d, J = 2.6Hz, 1H>, 3.23(g, 3%» 2.81-2. 76(zsi, 
IH). 2.51-2.42001, IH), 2.22.Z16(in, IH), 1.27(8, 3H), 
1.22(8, 3H). 


20 


CN 


Me 


7.21(8, IH). 7.19(d. J = a 6H2, IH), 6.66(d. J = 8.6H2, 
IH). 6.91-5.89(m, IH). 5.77-5.75(m, IH), 4.53(br8, IH), 
3.96(d. J = aSHz, IH), 3.57(d, J = 2.2Hz. IH), 3.22(8. 
3H). Z86-2.71(m. IH). 2.52-2.43(iii, IH). 2.22-2.14(in. 
IH). 1.25(8, 3H). 1.21(8. 3H). 


21 


NO, 


Bn 


7.88-7.82(m, 2H). 7.41-7.27(m, 6H), 6.47(d, J = 8.9Hz, 
IH), 6.0(Kddd. J = 1-7, 2.3, 6.5Hz, IH), 5.78(d, J = 
5.6Hz, IH), 4.90(6. IH). 4.51(d. J = 11.2Hz, IH). 4.46(d. 
J = 11.2Hz, IH). 4.04(d. J = a2Hz. IH). 3.76(d. J = 
2.3Hz, IH), 2.86(dt, J = 10.2, 8.2H21, IH). 2.49(ddd, J = 
2.3. 10.2, 15.8Hz. IH), 2J23(ddd, J = 1.7, 8.2. 15.8Hz, 
IH). 1.40(8, 3H). 1.33(8, 3H). 


22 


CN 


Bn 


7.65-7.16(m, 7H), 6.49(d. J = 8.3Hz, IH). 5.91(ddd. J = 
1.7, 2.3, 6.6Hz. IH). 5.76(dd. J = 2.3, 6.6Hz. IH). 4.60(s. 
IH), 4.60(d, J = 11.2Hz, IH), 4.44(d, J = II.2H2, IH). 
3.99(d, J = 8.3Hz, IH), 3.70(d, J = 2.3Hz. IH). 2.83(dt. J 
= 9.9, aSHz, IH), 2.60(ddd. J = 2.3, 9.9, 14.2Hz, IH). 
2.20(ddd, J ^ 1.1, as, 14.2Hz, IH), 1.39(g, 3H)^ 1.32(6, 
3H>. 



yVO 01/27086 



PCT/JPOO/07007 



m 3 










R« 


Z 


R« 


<H.NMR(CDaa> 5 : 


23 




Md 


Me 


oco 


Me 


(CDCla) : 7.88(8, IH), 7.86(4 J = 
9.2H2. IKD. 6.49(d, J = 9.2Hz, 
IH). 5,69(d. J = 6.5Hz. IH), 
5.77(d, J = 5,6H2, IH). 4.12(d, J = 
11.2Hz. IH), 4.00(d, J = a3Hz, 
IH). 3.87(d, J = 11.2Hz. IH). 
3.B0(d. J = 2.3Hz, IH). 2.89(dt, J 
= 9.9, 8.3Hz, IH), 2.47(dd, J = 
9.9, 16.8Hz, IH), 2.27(dd, J = 8.8, 
15.8Hz. IH), 2.01(8, 31©, 1.09(8, 
3H), 1.08(8. 3H). 


24 


NO, 


H 


H 


NHCOO 




7.71-7.66(in, 2H). 6.35(d. J = 
9,6Hz, IH), 5.70-5.68(m, IH), 
5.56-5.64(m, IH), 3.79(d. J = 
7.3Hz, IH), 3.49-3.84(111, 2H), 
3.07-2.97(m, IH), 2.68.2.59(m, 
IH), 2.26-2.13(m, IH), 1.68(8, 
9H), 1.66.1.46(m. 2H). 


25 


NO, 


Me 


Me 


NHCOO 




7.86-7.82(in. 2H), 6.68(d, J = 
8.6Hz, IH), 5.96-5.94(m, IH). 
5.77-5.74(in, IH), 4.84(brs. IH), 
4.70(m, IH). 3.98(d, J = 8.6Hz. 
IH), 3.46.3.34(m. 2H), 2.92- 
2.84(m, 2H), 2.&4.2.44(m. IH). 
2.31-2.23(in, IH), 1.34(6, 9H), 
1.03(8, 3H), 0.99(8, 3H). 


26 


CN 


Me 


Me 


NHCOO 




7.19(8, IH). 7.17(d, J = 7.9H2, 
IH). 6.64(d, J = 7.9Hz, IH), 5.88- 
5.85(m. IH), B.76-5.74(in, IH). 
4.69(br6, IH). 3.98(d, J = 7.9H2. 
IH), 3.42-3.38(m. IH), 3.27(brB, 
IH), 2.92.2.81(m, 2H), 2.55-2,45 
(m. IH), 2.30-2.21(m. IH), 1.35 
(8, 9H), 1,01(8. 3H), 0.99(8, 3H). 
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28 



27 


NO, 


H 


H 


S 


Me 


7.90(8. IH), 7.85<dd, J = 2.3, 
8.9Hz, IH), 6.64(i J = 8.9Hz. 
IH). 6.90(br8. IH), 6.79(bra. IH). 
4.00(d, J = 8.6Hz, 1H)» , d.66(dt, 
J = 3.% 6.6Hz. 1H>, Z86(ddd, J = 
8.3, 8.6, 17.0Hz, IH), 2.77-2,57 
(m, 2H), 2.58-2.39(m. IH), 2.28 
(dd, J = ae, 17.0Hz, IH), 2.17(8, 
3H), 1.91.1.81(m, 2H). 


28 




Me 


Me 


S 


Ph 


7.87.7.81(m, 3H). 7.39-7. 85(iii, 
2H), 7.30-7. 18(m. 2H), 6.42(d. J = 
a9Hz. IH), 6.96(hrB. IH), 
6.77(br8, IH), 4.48(brB, IH), 
3.99(d, J - 8.9Hz, IH). 3.63(br8» 
IH), 3.10(d. J = 12.5Hz, IH). 
3.03(d. J = 12.5Hz. IH). 3.01- 
2.91(ni, IH), Z52-2.40(ixi. IH). 
2.30-2.20(m, IH), 1.17(8. 6H). 


29 




Me 


Me 




CI 


7.88-7.84(m, 2H). 6.54(d. J = 
8.6Hz, IH), 6.97(br8. IH), 5.77 
(bre. IH), 4.43(br8. IH), 4.02 (d. J 
= 7.9Hz, IH), 3.64(d. J = 2.3Hz, 
IH), 3.56(d, J = ll.OHz. IH), 
2.62(d, J = ll.OHz, IH). 2.93(q, J 
= 8.3Hz, IH), 2.47(ddd, J = 2.3, 
10.0, IS.OHz, IH), 2.26 (dd, J = 
6.6. 8.3Hz. IH). 1.18(6» 3H), 
1.14(8. 3H). 


30 




Me 


Me 




Br 


7.88-7.85(m. 2H), 6.55(d. J » 
8.9Hz, IH). 5.97(brd, IH), 5.77 
(bra, IH), 4.33(br8, IH), 4.03(d, J 
= 7.6Hz, IH), 3.64(brB, IH). 3.52- 
3.43(in, 2H), 2.95(dd. J = 7.9, 
17.5Hz, IH), 2.52.2.43(m, IH), 
2.26(dd. J = 4.9, 14.5Hz, IH), 
1.21(8. 3H). 1.18(8. 3H). 
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29 



m 4 




mt&m 
»# 


i 




«-NMR(CDCl3) 6 : 


31 


0 


Me 


8^2{d, J = 2.6H2, IH), 7.90(dd, J = 2.6, 9.2H2, IH), 
6.42(d, J = 9J£Hz, IH). 5.99(brs, IH), 5.13(d, J = 7.3Hz, 
IH). a.94-3.74(m. 2H>. 3.60(d. J = 2.3Hz. IH), 3.39(8, 
3H), 3.36(d, J = 9.2Hz, IH), 3.16(d, J = 9^H2. IH), 
2.16(q, J = 9.6Hz, IH), 1.96-1.87Gn, 2H), l.ll(s, 3H), 
0.96(8, 3H). 


32 


0 


Bn 


S^lOU «J = 2.3Hz, IH), 7.87(dd, J = 2.3, 8.9Hz, IH), 
7.43-7.30(m, 6H), 6.22(d, J = 8.9H2. IH). 6.10(br8. IH), 
5.1l(d. J = 7.3Hz, IH), 4.53(8. 2H), 3.88(q, J = 7.9H2, 
IH), 3.77(q, J = 6.9Hz. IH). 3.61(d, J = 2.3Hz, IH), 
3.46(d. J = 8.9Hz, IH). 3.33(d. J = 8.9Hz. IH). 2.61(q, J 
= 7.3Hz, IH). 1.951.86(m. 2H). 1.14(8, 3H). 0.97(8, 3H). 


33 


1 


Me 


8.23(d, J = 2,6Hz. IH), 7.94(dd, J = 2.6. 8.9Hz, IH). 
6.43(d, J = 8.9Hz, IH), 6.89(brB. IH), 5.0l(d, J = 5.6Hz, 
IH). 3.66-3.60(m, IH). 3.49-3,34(m, IH), 3.37(s, 3H), 
3.32(d, J = 8.9Hz, IH), 3.17(d, J = 8.9Hz, IH), 
2.27-2.24(m. iH), 1.841.49(m, 5H), 1.13(s, 3H), 0.98(8, 
3H). 


34 


1 


Bn 


8.25-8.23(m, IH), 7.90(dd, J = 2.3, 8.9Hz, IH), 
7.45-7.3l(m, 5H). 6.20(d. J = 8.9Hz, IH). 5.0l(d, J = 
5.3Hz, IH), 4.90(d, J = 5.3Hz, IH). 4.59(d. J = 11.9Hz. 
IH), 4.51(8. IH), 4.44(d, J = 11.9Hz, IH). 3.66-3.62(ni. 
IH). 3.49-3.30(in. 2H), 3.29-3. 16(m, 2H), 2.28-2.05(m, 
IH), 1.80-1.34(m. 3H). 1.16(b. 3H). 0,98(8. 3H). 



[Ilii6«ai3 5] 4- (2-tKa^5>-i. i' ->?;>t^;i'-x^;i.) 



-3a. 4. 5. 9 b-5=-hvk HO- 3H-->5'D'^>:^ [c] 




HJt^iJ 3 ©-fb^iBj 6 . 7 5 gS:5^h^t Hp:7^>6 Om 1 IzmmV, 



wo 01/27086 



30 



FCT/JP0O/W70O7 



Dm 1 * o-c-cun^fc. o*cTi i^Bg^bfc^, mm^nmym^v 

'H-NMIUCDClj) 6 m : 7.19(8, IH), 7.17(d, J = 7.9H2, IH), 6.50(d, J 
= 7.9Hz, IH), 5.87(brs. IH), 5.77(brs, IH), 3.93(d, J = 8.2Hz. IH). 
3.60(d, J = 10.6Hz, IH), 3.53(d, J = 10.6Hz, IH). 3.47(brs, IH), 
2.86(dt, J = 9.9, 8.2Hz, IH), 2.50(dd, J = 9.9, 15.8Hz, IH), 2.25(dd, J 
= 8.2. 15.8Hz. IH). 1.09(s. 3H), 0.96(s, 3H). 

£iT. ^KS««1 3 5 LTllJfil'll 3 6-39 ICSI-r^b^'felSSlii 



^ 5 








iH-NMR (5 : 


36 


2-NO2 


(CDCI3) : 7.37(d» J = 8.9Hz» IH). 6.45(d. J = 8^Hz, IH), 
6.68(br8. IH). 4.80(d. J = 8.9Hz, IHX 3.61(d. J = 10.9Hz, IH), 
3.49(d, J = 10.9Hz, IH), 3.30(br8, IH), 2.98(q, J = 8.3Hz, IH). 
2.62-2.50{m, IH), 2.25(dd, J = 8.3. 15.2Hz» IH), 1.06(s, 3H). 
1.03(8, 3H). 


37 


3NO2 


(DMSO-dfi) : 10.12(8, IH), 7.4&(s, IH), 7.32(3. IH), 6.45(s, 
IH), 5.99(br8, IH). 5.71(d, J = 5.3H2, IH), 5.25(t, J = 4,6Hz. 
IH), 3.96(d. J = 7.9Hz, IH), 3.44(s, IH), 3.44-3^8(m, 2H), 
2.8l(q, J = 8.6Hz, IH), 2.60-2.45(m, IH), 2.39-2.19(m, IH), 
1.03(8. 3H), 0.89(8. 3H). 
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m 6 






i 


<H-NMR(CDCla> d : 


38 


0 


8^2(d, J = 2.6Hz. IH), 7.80(dd, J = 2.3, 8.9H2, IH). 6.45(d, J = 
8.9Hz, 1H>. 6.02(br8, IH), 6.13(d, J = 7.3Hz, IH), 3.90(q, J = 
8.3H2, IH). 3.79(q, J = 7.3H2, IH). 3.65(d. J = 10.3Hz. IH). 3.64(d. 
J = 2.3Hz. IH), 3.66(d, J = 10.3Hz. IH). 2.64(q, J = 9.6Hz. IH), 
2.17-1.90(m. 2H). 1.13(8, 3H), 0.97(s. 3H). 


39 


1 


8.23(d. J = 2.6Hz. IH). 7.93(dd, J = 2.6, 9.2Hz, IH), 6.43(d, J = 
9.2Hz. IH). 5.92(br8. IH). 6.02(d, J = 6.3Hz. IH). 3.67 3.43(m, 
3H). 2.30-2.26(111. 2H). 1.85*1.49(m. 5H). 1.15(3. 3H). 0.99(8. 3H). 



[*iSM4 03 M2- (8-->Ty-3a. 4. 5. 9b-7^h5h 
Hd- 3H-£^i7D'^>3i' [c] 'J>-4— f;i/) -2-pC5^;p- 




»H-NMR(CDCl3) a M : 7.21(s. IH), 7.20(d, J = 8.3Hz, IH), 6.52(d. J 
= 8.3Hz, IH). 5.87(brs, IH), 5.77(brs, IH), 4.38(s. IH), 4.10(d, J = 
11.2Hz, IH), 3.95(d. J = 7.9Hz, IH). 3.86(d. J = 11.2Hz. IH). 3.43(brs. 
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IH), 2.87(d, J = 7.6Hz, IH), 2.49(dd. J = 9.9, 15.2Hz. IH), 2.25(dd, J 
= 7.6, 15.2Hz, IH), 2.11(s, 3H), l,07(s, 6H). 

OTv ll«S^4 0 i:l^«llc:L.T^Jt«4 1-4 8 iZ^fit^i^^mm. 

m 7 



OzN 




»^ 


Z 


R3 


>H NMR(CDCl3) a : 


41 


oco 


Et 


7.88(8. IH), 7.86(d, J = 8.6Hz. IH), 6.49(d, J = 
8.6Hz, IH), 5.96(bTs. IH), 5.78(br8, IH), 4.73(s. 
IH). 4.i4(d, J = 11.2Hz, IH), 4.00(d, J = 7.9Hz, 
IH), 3.87(d, J = ll^Hz, IH), 3.49(br8. IH). 
2.89(q, J = 7.9Hz. IH), 2.53'2.47Cm. IH), 2.41(q, 
J = 7.6Hz. IH). 2.28(dd, J = 7.9. 14.2Hz. IH), 
1.18(t, J = 7.6Hz. 3H). 1.09(s. 6H). 


42 


oco 


Pri 


7.88(8. IH), 7.87(d. J = 7.9Hz. IH), 6.48(d. J = 
7.9Hz. IH), 5.96(dd. J = 3.0, 4.3Hz. IH), 5.77(d, 
J = 4.3Hz. IH), 4.75(8. IH). 4.14(d. J = ll.2Hz. 
IH). 4.00(d, J = 8.3Hz, IH), 3.86(d, J = ll.2Hz. 
IH). 3.50(d, J = 1.7H2. IH), 2.89(q, J = 8.3Hz. 
IH), 2.62(q, J = 6.9Hz, IH). 2.49<dd, J = 8.3. 
15.5Hz, IH), 2.28(dd, J = 8.3, 15.5Hz, IH), 
1.22(d, J » 6.9Hz, 3H). 1.21(d, J =^ 6.9Hz, 3H), 
1.09(8, 6H). 


43 


oco 


Bu» 


7.88(8, IH). 7.86(d, J = 8.9Hz, IH), 6.49(d, J = 
8.9Hz, IH). 5.95(brs, IH). 5.78(br8, IH), 4.73(8. 
IH). 4.14(d, J = 11.6Hz. IH). 3.99(d, J = 9.6Hz, 
IH). 3.86(d, J = ll^z, IH), 3.49(d, J = 2.3Hz. 
IH), 2.89(q, J = 9.6Hz, IH), 2.47(dd. J = 9.6, 
15.2Hz, IH), 2.37(t. J = 7.3Hz, IH), 2^7(dd, J = 
9,6. ISifflz, 2H), 1.69-1.60(m, 2H), 1.47-1.16(m, 
2H). 1.08(8. 6H). 0.92(t. J = 7.3Hz, 3H). 


44 


oco 


But 


7.88(8. IH), 7.86(d. J = 9.2Hz, IH). 6.49(d. J = 
9.2Hz, IH), 5.95(brs. IH), 5.77(br8. IH), 4.67(s. 
IH). 4.13(d. J = 11.6Hz, IH), 3.99(d, J = 8.6Hz, 
IH). 3.84(d. J = 11.6Hz, IH), 3.49(brs. IH), 
2.89(dt, J = 9.9, 8.6Hz, IH). 2.47(dd, J = 9.9, 
16.2Hz, IH), 2.27(dd, J = 8.6, 15.2Hz, IH), 
1.25(8. 9H). 1.09(8. 6H). 
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45 


oco 


Ph 


8.02(d, J = 7.3H2. 2H), 737(8. IH), 7.84(dd» J = 
2.6, 8.9Hz, 1H)» 7.62(t, J = 7.3Hz. 2H), 
7.59-7.45G11, 2H), 6.43(d» J = 8.9Hz. IH). 5.96<d» 
J = 2.0Hz, IH), 5-79(br8, IH), 4.75(8, IH), 
4.36{d, J = 11.2Hz. IH). 4.17(d, J = 11.2Hz. 1H3. 
4.01(4 J = 8.3Hz. IH). 3.60(d, J = 2.3Hz, IH). 
2.95{q. J = 8.3Hz, IH). 2,51(dd, J = 8.3, 15.2Hz, 
IH), 2.3l(dd, J = 8.3, 15.2Hz. IH). 1.20(8, 3H), 
l.ldCs 3H). 


46 


ooo 


4-FPh 


8.05(dd. J = 5.3, 8.6Hz. 2H). 7.87(s, IH), 7.84(d, 
J = 8.9Hz, IH), 7.16(t, J = 8.6Hz. 2H). 6.45(d. J 
= 8.9Hz. IH). 5.96(brB, IH), 5.79(bi». IH), 
4.63(8, IH). 4.35(d, J = 11.2Hz, IH). 4.16(d, J = 
11.2Hz, IH), 4.00(d, J = 8.6Hz, IH). 3.58(d. J = 
2.0Hz. IH). 2.95(q. J = 8.6Hz. IH). 2.51(dd. J = 
8.6. 13.2Hz. IH). 2.32(dd. J = 8.6, 13.2Hz. IH). 
1.19(8, 3H). 1.18(8, 3H). 


47 


oso* 


Et 


7.89(8. IH), 7.87(d, J = 7.6Hz, IH), 6.64(d. J = 
7.6Hz, IH). 5.97(ddd, J = 2.3, 3.0. 5.6Hz, IH). 
5.78Q>r8, IH), 4.56(8. IH). 4.18(d, J = 10.2Hz, 
IH), 4.07(d, J = 10,2Hz. IH), 4.02(d. J = 7.9Hz, 
IH), 3.56(d. J = 2.3Hz. IH), 3.18(q, J = 7.3Hz, 
IH), 2.91(dq, J = 2.3. 7.9Hz, IH). 2.49(ddd. J = 
2.3, 7.9. 13.9Hz. IH). 2.27(ddd. J = 3.0, 7.9. 
13.9Hz, IH), 1.44(t. J = 7.3Hz. 3H). 1.16(8. 3H). 
1.12(8, 3H). 


48 


OSOs 


4-F-Ph 


7.93(dd, J = 5.0. 8.9Hz. 2H), 7.89-7,85(m, 2H). 
7.24(t. J = 8.9Hz. 2H). 6.49(d, J = 9.6Hz. IH), 
5.94(dt. J = 1.7. 2.6Hz, IH), 5.73(d, J = 2.6Hz, 
IH). 4.48(8, IH). 3.96(d, J = 8.3Hz, IH). 3.93(d. 
J = 9.9Hz, IH). 3.89(d. J = 9.9Hz. IH). 3.47(d. J 
= 2.0Hz, IH). 2.80(dt. J = 10.9. 8.3Hz. IH). 
2.39(ddd, J = 2.6, 8.3, 15.5Hz, IH), 2.17(ddd, J 
= 1.7, 10.9. 15.5Hz, 110, 1.07(8, 3H), 1.05(s. 
3H). 



[^iS«aJ49] 2-ptg^;P-2- (8-zihD-3a. 4. 5. 9b- 
5^ t KP- 3H-v'^D-^>5' [c] +yU>-4 — f)l) -Zfu 
)d)V7Z><r>m.m. 
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mv&m 2 5 (Dit^m 2 o o m g ^mm:sL^)v 5 m 1 izmmi^. 4 

•H-NMR(CDCla) 5 fit : 8.01(brs. IH), 7.81-7. 77(m, 2H). 7.45(s, IH). 
6.90(d, J = 9.9Hz. IH), 6.38(brs. IH), 5.97-5.95(m, IH), 5.74-5.72(m, 
11^, 4.00(d, J = 8.6Hz, IH), 3.52(brs, IH), 3.47(dd, J = 7.3, 14.2Hz, 
IH), 2.47-2.37(m, IH), 2.27-2.22(m. IH), 1.24(8, 3H). 1.17(s, 3H). 

mmmso] 2- (s-nhn-sa. 4. 5. sb-T^h^tno 
- 3H-->i7a^>:$' [c] 4^y'j>-4 — f;w) -:/Dtr;i/75>© 



»H-NMR(CDCl3) a M : 7.90-7.85(m. 2H). 6.54(d. J = 9.5Hz, IH). 
5.89-5.87(m, IH), 5.75-5.73(m, IH). 3.98(d, J = 7.9Hz. IH). 3.68- 
3.53(m. IH), 3.26-3.16(m, IH), 2.87-2.78(m, IH), 2.45-2.32(m, 2H). 
1.75-1.65(m, 2H). 
[mmmSl] N- [2- (8-:^hP-3a, 4. 5, 9b-^h^ 

t Hp- 3H-->^p'^>iS' [c] +yu>-4--r;u) -x^;i/] - 
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O 

A 



Me 



mmns OCOit^^A Omgi5j;r/hUX5^;i/75>0. 0 4in 1 Sr 
i?;»t5^;WI/AT5 H2m n::aF»L, ilTKBfKO. 6 2in 1 ^JP>l3t. 

•H-NMR(CDCl3) 5 «t : 7.90(8, IH), 7.86(d, J = 8.9Hz, IH), 6.57(d. J 
= 8-9Hz. IH), 5.92-5.89(m. IH), 5.79-5.74(m, IH), 5.29(brs, IH), 
3.95(d, J = 7.9Hz. IH), 3.63-3.44(m, 2H), 3.35-3.23(m. IH), 2.84- 
2.78(m, IH), 2.46-2.28(]n, 2H), 2.01(s. 3H). 

£tT. siifi0ii5 1 izmmzi^-zmMm^ 2~6 a ics^-r-fb^i^^rsaig 
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m 8 



O2N 




mi9i 


Z 




^H-NMR(CDCla) 6 : 


52 


NHCX) 


Me 


7^8, IH), 7.83(d, 9.9Hz, IH), 6.63(d, 
J = 9.9Hz. IH), 6^(br8. IH). 5.82-6.80(m, 
IH), 5.78-5.75(m. IH), 6.10(brs, IH), 
3.95(d, J = 8.3Hz, IH), 3.62(dd, J = 7.9. 
14.2Hz, IH), 3.30(m, IH). 2.93-2.81(m, 
iro 2.52> 2.42Cin lITi 2.31-2.28^m. IID 
1.97(8. 3H), 1.06(8, 3H). l.OKs, 3H). 


53 


NHCO 




7.86(8, IH), 7.83(d. J = 9.9Hz» IH), 6.62(d. 
J = 9.9Hz, IH), 6.96.5.94(m. IH), 5.78. 
5.76(ni, IH), 6.65(br8, IH), 4.97(l»r8, HQ, 
3.96(d, J = aSHz, IH). 3.69(dd« J = 8.8, 
14.5Hz. IH), 3.24(d. J = 2.0H2, IH), 2.93- 
2.82(m. 3H). 2.54-2.44(in. IH). 2.38- 
2.27(m. IH), 1.10(d, J = 8.3Hz, 3H). 1.05(8, 
J = 8.3Hz, 3H), 1.02(8. 3H). l.OKe. 3H). 


54 


NHGO 


CHsCHMes 


7.86(8. IH), 7.84(d, J = 9.6Hz, IH). 6.63(d, 
J = 9.6Hz. IH), 5.97-5.96(m, IH). 5.95- 
5.94(m, IH). 5.64(br8. IH), 4,97(br6. IH), 
3.95(d, J = a3H2. IH), 3.69(dd. J = 8.3, 
14.2Hz, IH), 3.24(brB, IH), 2.89(dd, J = 
5.3, 14.5Hz, 2H), 2.63-2.44(m. IH), 2.38- 
2.30(in. IH), 1.12(6, 3H), 1.10(s, 3H), 
1.05(d, J = 7.9Hz, SH), 1.04(8, J 7.9Hz, 
3H). 


56 


NHCO 




7.85(8. IH), 7.83(d. J = 9.9Hz. IH), 6.65(d, 
J = 9.9Hz, IH), 6.10-6.06(111, IH), 5.97- 
5.95(m, IH). 5.77-5.75(m. IH). 5.16(br8, 
IH), 3.95(d. J = 7.9Hz. IH), 3.66(dd, J = 
8.25, 14.6Hz, IH), 3.22(d, J - 2.81Hz, IH), 
2.96-2.82(m, 2H). 2.54-2.49(m, 2H). 2.36- 
2.28(m, 2H). 1.13(8. 3H), 1.07(s, 3H), 
1.02(8, SH). 
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56 


NHCO 


Ph 


7.86-7.83Cm, 2H), 7.75(d, J = 8.8Hz, 2H), 
7.51-7.38001, 3H). 7.12(brB, IH). 6.70(4 J = 
9.2Hz. 1H)» 5.98^5.95(m, IH), 5.79.6.77(in, 
1H>, 6.35(bre, IH). 8.94(d. J = 6.9Hz, IH). 
3.78(dd. J = 7.9, 14.2Hz. IH), 3.39(8, IH). 
3.20(dd, J = 5.6. 14.2Hz, IH), 2.61-Z43(m. 
IH). 2.34-2.250m, IH). 1.15(8, 3H), L09(^ 
3H>. 


57 


NHCO 




7.89-7.77(m, 4H), 7.65-7.57(m. 4H), 7.49- 
7.36(m. 3H), 6.68(d, J = 8.9Hz, IH), 6.42- 
6.88(m, IH), 5,97(br8, HO, 6.79(hre. IH). 
5.06(m, IH). 3.95(d. J = 7.6Hz, IH). 
3.87(dd, J = 8.3, 14.5Hz, IH), 3.38(d, J = 
2.3Hz. IH), 3.19(dd. J := 5.6, 14.6Hz, IH), 
2.92-2.86001, IH), 2.66-2.480^, IH), 2.36- 
2.27(m, IH), 1.16(8, 3H). l.lKa 3H). 


58 


NHCX)CO 


OEt 


7.86(8, IH), 7,84(d, J = 6^Hz, IH), 
7.83(br6^ IH), 6.62(d, J = 6.9Hz, IH), 6.00- 
5.98(iii. IH), 5.97-5.95(m, IH). 4.64(br8. 
IH), 4.39(0, J = 7.3Hz, 2H), 3.96(d, J = 
7.6Hz, IH), 3.60(dd, J = 7.9, 14.2Hz, IH), 
2.96-2.84(m, IH), 2.52-2.43(m, IH), 2,33- 
2.24(m, IH), 1.38(t, J = 7.3Hz, 3H), 1.11 (s, 
3H). 1.08(B, 3H). 


59 


NHSOi 


Me 


7.74(6, IH). 7.70(d. J = 8.9Hz, IH), 6.45(d. 
J = 8.9Hz. IH), 5.68.6.670aEi. IH), 5.68- 
5.650ni, IH), 4.76(t, J = 6.9Hz, IH), 
4.57(br8. IH). 3.88(d. J = 7.9Hz, IH). 
3.42(d, J = 1.7Hz. IH), 3.09(dd. J = 6.9. 
13.5Hz, IH), 2.95(dd. J = 7.3, 13.5Hz, IH), 
2.87(8. 3H), 2.86-2.75(111. IH), 2.41.2.36(m, 
IH), 2.22-2.13(m, IH). 1.00(8, 3H), 0.97(8, 
3H). 


60 


m^so^ 


£t 


7.84(8. IH), 7.80(d, J = 8.2Hz, IH). 6.64(d. 
J = 8.2Hz. IH). 6.62-6.52(m, IH). 6.96(bre, 
IH), 5.76(brB, IH). 5.20(br8. IH), 3.99- 
3.96(m, IH), 3.66(br8. IH), 3.61.2.87(m, 
5H), 2.53-2.49(m. IH), 2i28-2.180ai, IH), 
1.35(t. J = 7.dHz. 8H), 1.06(8, 3H), 1.03(8. 
3H>. 


61 


NHSO, 


4.F.Ph 


7.89-7.83(m, 4H). 7.22.7.16(m, 2H). 6.67(d, 
J = 9.6H2, IH), 5.97-5.95(m, IH). 5.76- 
5.73(m, IH). 4.88(t, J = 7.6Hz, IH), 
4.60(br8, IH), 3.96(d, J = 7.9Hz, IH). 
3.48(br6, IH), 3.00-2.83(xn, 2H), 2.44- 
2.34(m. IH), 2.23-2.14(m. IH), 1.06(8, 3H), 
1.03(8. 3H). 
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62 


NHSO2 


4-Cl-Ph 


7.87-7.80(m, 2H), 7.77(4 J = 8.6Hz, 2H). 
7.48(4 J = 8.6Hz, 2H), 6.65(d, J = 9.6Hz, 
IH), 5.97-5.96(111. IH). 6.75.5.73(m, IH), 
4.80(1, J = 7.3H2, IH), 4.55(brs. IH), 3.95(d, 
J = 7.9Hz, IH), 3.47(d, J = 2.0Hz. IH), 3.01- 
2.28(m, 3H), 2.24-2.35(za, HQ, 2.22-2.17(m, 
IH). 1.06(8, an). 1.03(8. 3H). 


63 


NHSOs 


4-AcNH-Fh 


r84-7.80Cm, 2H), 7.76(4 J = a6Hz, 2H), 
7.58(4 J = 8.6Hz, 2H), 6.52(4 J = 9.6Hz. 
IH). 5.93-5.91(m, IH). 5.73.5.71(m. IH), 
5.00(t. J = 7.3Hz, IH), 4.63 (s, IH), 3.91(d, J 
= 7.9Hz, IH), 3.43(6, IH), 2.88-2.80(m. 2H). 
2.43-2.84(m. IH). 2.22-2. 13(m, IH), 2.05(8, 
3H). 1.03(8, 3H). 1.01(6, 3H). 



t^ifi0i|6 4] 1 — (VZfn\i}V-3- [2-^^)U-2- (8-nh 
P-3a, 4, 5. 9b-T-h^tHD-3H-->i7D^>^' [c] ^ 




-f V ->7 >®E'f V^D t!;U 0 . 0 3ml ^SJO^fc. 3 0 ^fUmW 

1:1) Ti^Kb. ei^fb-^ifee 2mg?&#fe. 4*iifitSEilTtc:^-r. 

'H-NMR(CDCl3) 6 M : 7.84-7.80(m, 2H), 6.60(d, J = 9.23Hz, IH), 
5.96(brs, IH), 5.78(brs. IH), 5.20(brs, IH). 4.51-4.40(m, IH), 4.18- 
4.07(m. IH), 3.95(d, J = 7.3Hz, IH), 3.77(brs, IH), 3.56(dd, J = 7.9, 
14.5Hz. IH). 3.34(s, IH), 2.93-2.84(m, 2H), 2.53-2.43(m, IH). 2.32- 
2.23(m, IH), 1.12(s, 3H). 1.10(s, 3H), 1.02(d, J = 5.9Hz, 3H), 1.00(d, J 
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= 5.9Hz, 3H). 

^ 9 



02N. 






Z 




>H-NMR(CDCi3) a : 


00 


i/v n w V 1^x1 




7 79(m 2H) 7 23-7 17(m 3H) 
7.04-6.87(m, 2H). 6.57(d, J = 8.3Hz, IH), 
6.32(brs, IH), 5.98-5.96(m, IH). 5.80- 
5.78(m» IH). 5.02-5.01(111, 2H)« 3.95(d. J = 
7.6H2. IH), 3.68(dct J = 7.6, 14.2H2, IH). 
3.37(d, J = 1.3Hz. IH), 3.00(dd, J = 5.6, 
14.5Hz, IH), 2.89-2.82(in, IH), 2.53-2.43 
(m. IH), 2.30-2.24(m, IH), 2.30(b, 3H), 
1.03(8, 3H), 1.01(8. 3H). 


66 


NHCONH 


4-N02-Ph 


8.23(t. J = 2.0Hz, IH), 7.85-7.77(m, 2H). 
7.7l(d, J = 2.3Hz, IH), 7.62(dd, J = 2.6. 
9.2Hz. IH), 7.48-7.37(m, 2H). 6.46(d, J = 
8.9Hz, IH), 5,94-5.92(in, IH). 5.815.79 
Gn, IH), 5.73(t, J = 5.9Hz, IH). 4.86(br8, 
IH). 3.93(d, J = 6.9Hz. IH), 3.49-3.4l(in, 
2H), 3.27(dd, J = 7.3, 14.8Hz, IH), 2.94- 
2.87(m. IH), 2.55-2.47(m, IH). 2.37- 
2.28(m. IH). 1.12 (s. 3H). 1.06(8. 3H). 


67 


NHCSNH 


Me 


7.86(8, IH), 7.82(d, J = 9.6Hz, IH), 6.63(d. 
J = 9.6Hz, IH), 6.01-5.99(m, IH), 5.79- 
5.77(m. IH), 5.19(br9, IH). 4.30(dd, J = 
8.2, 14.2Hz. IH), 3.94(d, J = 8.6Hz. IH). 
3,33(d, J = 2.3Hz, IH), 3.22(dd, J = 4,6, 
14,5Hz, IH), 2.94(d. J = 5.3Hz, 3H), 
1.13(a, 3H), 1.07(s. 3H). 


68 


NHCSNH 


Et 


7.86(8, IH), 7.83(d, J = 9.6Hz, IH), 6.63(d, 
J = 9.6Hz, IH), 5.99(brs, IH). 5.89(br8, 
IH), 5.79-5.70(m, 2H). 5.2l0>rs. IH). 
4.34-4.26(in, IH), 3.94(d. J = 7.6Hz, IH), 
3.32(q, J = 7.3Hz, 2H), 3,24(dd, J = 5.0. 
14.5Hz. IH), 2.88-2.82(m. IH), 2.53-2.44 
(m, IH), 2.33-2.24(ni, IH), 1.22(t, J = 
7.3Hz. 3H). 1.13(a. 3H), 1.06(8. 3H). 
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69 


NHCSNH 


Pr 


7.83(b, 1H), 7.82(d, J = 9.0Hz, IH), 6.44(d. 
J = 9.0Hz. IH), 5.98-5.97(in, 3H), 5^5 
(bra. IH), 4.28*4.08(m, 2H}, 3.93(d, J = 
836Hz, IH), 3.34(brs, IH), 3.23(dd, J = 
5.0. 14.5Hz, IH), 2.88'2.8l(in, IH), 2.52- 
2.42(m, IH), 2.33-2^7(m, IH), 1.19(d, J = 
6.6Hz, 3H), 1.17(d, J = 6.6Hz, 3H}, 1.12(8, 
3H). 1.06(b, 3H). 


70 


NHCSNH 


u 


7.88-7.83(m, 2H), 6.64(d, J = 9.6Hz, 1H>, 
6.02-5.98(m, IH), 5.79-5.77(m. IH), 5.68- 
5.63(m, IH). 5.20(bi8, 1H>, 4.26(dd, J = 
8.3. 14.2Hz, IH), 3.96(a, J - 9.6Hz, IH), 
3.65-3.54(m. IH). 3.32(d. J 2.0Hz, IH), 
3.2 Kdd. J = 4.6. 14.2Hz, IH). 2.89-2.78 
(m, IH). 2,53-2.43(m. IH), 2.33-2.24(m, 
IH). 1.961.92(m. 2H). 1.76-1.68(m. 2H), 
1.361.15GI1. 6H). 1.12(8, 3H). 1.06(s. 3H). 


71 


NHCSNH 


Ph 


7.86-7.82(m. 2H). 7.74(br8. IH). 7.48- 
7.43(m, 2H), 7.35(d, J = 7.6Hz, IH), 
7.17(d, J = 7.6Hz, 2H), 6.68(d, J = 8.6Hz, 
IH). 6.17(br8, IH), 5.99(brs, IH), 5.78 
(brs, IH). 6.07(brs, IH). 4.29(dd. J = 8.6. 
14.5Hz, IH), 3.90(d, J = 7.3Hz. IH), 3.27 
(m. IH). 3.23(dd. J = 4.6, 9.9Hz, IH). 
2.84-2.80(m. IH). 2.50-2.42(m. IH), 
2.30'2.21(m. IH). 1.03(s. 3H). 0.99(s. 3H). 


72 


NHCSNH 


4-BrPh 


8.01(br8. IH), 7.86-7.82(m, 2H). 7.54(d, J 
= 8.6Hz, 2H), 7.10(d, J = 8.6Hz, 2H). 
6.66(d, J = 9.6Hz, IH), 6.35-6.30(m. IH), 
6.00-5.98(111, IH), 5.79-5.77(ni, IH), 
5.00(brs. IH). 4.25(dd. J = 7.9. 14.2Hz, 
IH). 3.50(d. J = 7.9Hz. IH). 3.32-3.24(m, 
2H). 2.84(q, J = 8.2Hz, IH), 2.28-2.41(in, 
IH), 2.32-2.23(ni, IH), 1.04(6, 3H), 1.03(s. 
3H). 



Lnmm7 3. 74] 4- (2-pt5'>7.;i'7'f — X5^;i.) — 8- 
r:hP-3a. 4. 5. 9 b-7^bvt Ho- 3H-->^D'>^>3' 

[c] :^yu> immmv 3) ^^iS4- i2-^^>7.}\^zf^-}\^ 

X5^;i/) — 8 -n hD- 3 a, 4, 5, 9 b-5^h^h Hd- SH-v 
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HO H 



mmm2 loni^mi o. 5mg*5^i^na>i^>5m 1 \zmm\^. 

(Ktb^lfiE : RBEX5";i.= 1 : 2 ~ifKx^;i/~S^Bfxg^ 

pt^y— JI/=9 : 1) TUSSIbv Hifi^y 7 3 <Z)^b-&#»«: 1 3 . 8m 

IIKS«SJ 7 3 : >H-NMR(CDCl3) ffi : 8.07-7.80(m, 2H), 6.53(dd, J = 
1.3, 8.9Hz, IH), 5.89(brs, IH). 5.74(brs, IH), 4.00(d. J = 9.6Hz, IH). 
3.66-3.56(m, IH), 2.99-2.80(m, 3H). 2.68(s, 3HX 20/33). 2.64(s, 3HX 

13/33). 

7 4 : 'H-NMR(CDCl3) 6 ffi : 7.91(s, 2H). 7.87 (d, J = 8.6Hz. 
IH), 6.43(d, J = 8.6Hz, IH), 5.91(brs, IH). 5.76(brs, IH), 4.02(d, J = 
9.2Hz, IH), 3.80-3.71(in, IH), 3.29-3.10(m, 2H), 3.00(s, 3H), 2.88(ddd, 
J = 2.6, 8.5, 16.2Hz, IH). 2.53-2.43(m, IH), 2.30(dd, J = 8.5, 16.2Hz. 
IH), 2.17-2.09(m, 2H). 

[IISS057 5] 4- [2- (4-7;i':^-p-'^>'-tf>;^;i/7*x;w) - 
1. 1' -i^pt^^JU-X^";!/] -8-xhn-3a. 4, 5, 9b— x 
h7t HD- 3H-->^^P'^>3' [c] ^yUXDSii 
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O2N 




" Me Me O2 



Mmm2 8<Dit^^2 ome^m^K mmm? 3Lmm\zvxmm<t 

'H-NMR(CDCl3) 6 ffl : 7.88-7.83(m, 2H), 7.31-7.21(m, 2H), 6.80(d, 
J = 7.3H2, IH), 6.73(dd, J = 3.3. 8.3Hz, IH), 6.59(dd, J = 3.6, 9.2Hz. 
IH). 6.42(brs. lHXl/2). 5.9g-5.96(m, IH), 5.76(br8, IH), 5.49(brs. IH 
Xl/2), 5.49(brs, lHXl/2), 3.99(brs, IH). 3.89(d. J = 13.9Hz, lHXl/2). 
3.77(d, J = 14.2Hz, IHX 1/2), 3.63(d. J = 2.0Hz, IHX 1/2). 3.46(d, J = 
2.0Hz, IHX 1/2), 2.98-2.84(in, IH). 2.66(d, J = 14.2Hz, IHX 1/2), 
2.58(d, J = 13.9Hz. IHX 1/2), 2.56-2.44(iii. IH), 2.30-2.15(m. IH). 
1.45(s, 3HX1/2), 1.40(s, 3HX1/2). 1.29{s, 6HX1/2). 
[IIJfi0y7 6] ^:tmms- l2.-:^^)V—2 - (8--hD-3a. 
4. 5. 9 b-5^h^t Ka-3H->'i'0^>^7 [c] ^/'J>— 4 



SIJ60t|3 0<3D^b^!tell 0 0mg*5j;(:Xh>JX^;i'75>4 0 /i 1 Si^ 
^^^^VJtc/PATS H 5m 1 U A 9 BmgSrJjIlA 

i^^^v'^AT^U, j^lS^a^JBETeSbfc. ^^m-^'^^its'T)\^ti'y 




H Me Me 
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10 : 1-9 : 1) xmmv. mmft-^ms 4me^mtz, «!ittfit*£ii 

»H-NMR(CDCl3) 6 fit : 7.87(s, IH), 7.86(d, J = 6.9Hz, IH), 6.57(d, J 
= 6.9Hz, IH), 5.99-5.94(m. IH). 5.79-5.75(m, IH), 4.47(brs. IH), 
3.97(d, J = 8.3Hz, IH). 3.44(d, J = 2.0Hz, IH), 3.24(d, J = 4.2Hz, IH), 
2.93-2.81(m, IH), 2.84(d, J = 4.2Hz, IH), 2.53-2.40(m, IH), 2.34(8, 
3H), 2.34-2.23(m. IH), 1.10(s, 3H), 1.06(8. 3H). 

[SIM0il7 7] 2-^5^;P— 2- (8 -r: ha- 3a. 4. 5. 9b- 
7-h^\i}fci-3H-zyi7a^>^ [c] 4^/U>— 4 — (M —z/a 
/1>— 1 —^:t—}]^<Dmm 



M-^mmi 5ml tZ^^L, amoM^SEftTf-h'Jr^ATK^Te^l 5ml 
T >^ - >^ A7Kigja£*3i:tK 2 mom ifiB!2:llOAS?ttt »S?X5^;i/^ 

hi^7 7>r- (^iBJ$«l 'v+if^' : WSfx5^;P=4 : l~'\^1t>: 
PifX5^;i.= 2 : l-^^-iyy :WmJi^)V=l : 1) TSflSb. M 

'H-NMR(CDCl3) 6 ffi : 7.88 (s, IH), 7.88-7.83 (m, IH), 6.52 (d, 
J=8.6Hz, IH), 5.96 (brs, IH), 5.78(brs, IH), 4.39 (brs. IH), 4.00 (brd. 




H Me Me 
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J=8.9Hz, IH), 3.63 (d, J=1.7Hz. IH), 3.03-2.86 (m. 3H), 2.52-2.42 (m, 
IH), 2.29-2.20 (m, IH), 1.14 (s, 3H), 1.07 (s, 3H). 

^ y h A R®^i-CDili3 : 11 Si^CQSItt SD ^ h ^SmMiil^. 3 
BSf;iMitia*18iai, ^H^LtcKTmrnm. (lOmMTris.lmM 
EDTA,5mM DTT.lOmM ^: U yx>g?:^ h U A. pH7.4) 

>':^-<XUfc. il©*^':^^'^— hSrlOO.OOOXg. 60 4'CTS3l'i> 

ife^ttS^ : »H--5^Xh;^5"D> (KT'H-T-tti'P) ^ETigffiSKT^ 
fRSBiSL. v?t h*D5^XhX5^D> (DHT) tt»H-T (2.5nM) OikB 

1.5inl^a. — :/{'lnA, <b\Z200p.eARF^m^TMn^m.^ 100 
Mltl'Tt. 4'CT2^ra'r V*^'^— 0.05%5='^7> h^>T70- 
1.0%e^4^^^^K300tf 1 ^lO^X, JlCf e.tc: IS^i-PB^-f >=^^3.'< 
— hLT7|5ie^©»H-T2:®^|i^L.fc. 4*0. 2,500rpm, 5 iJ-^S'L^ 
^Bl^, ^©±/»275/tlSa?flt'»5^U-V3>A*'f7;U3^0. 

i^^ffiW (%) =100x [1- (a-c) / (b-c) ] 
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c : DHTfSJPU->:/;KOJS:itflH± (»H-T+DHT : 
ffi?*WiB-&E#^ (RBA:Relative Binding Affinity) tifiATCD^J: 
0^«63t (Endocrinology 138, 863-870, 1997) . 
RBA=100X (A-f Hn=^^i^:7Jl/^'5 HCDIC50) / (.^^mit^^<D 



ai 0 





RBA 


^ifi^il 1 


4751 


7 


65 


nmm 1 9 


57 


^tfif^ 2 1 


74 


mmm 29 


75 


^lifiM 3 5 


236 


mmm 39 


829 


HiBfiM 4 0 


96 


5 2 


478 


^iSM 5 3 


55 


mv&m 5 9 


2288 


mmm eo 


814 


6 1 


169 


mm 6 3 


580 


6 4 


298 


^mm 6 8 


491 


msM 6 9 


244 


mmm 7 e 


131 




100 
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aomg/kg) * Q.5%:<^)\^'\i)ia'-xmm\zmmv. i b i e i mmm 



^1 1 









Bg/MOOOg) 






JEl^Mm (Shan) 


100±11 


^MW(Veh) 


8±2 


mmm i 3og/kg 


I8±4" 


1 SOngAs 


26 ±3" 



HeaB±SD *p<0.05. **p<0.01 oo Oonnett's /-test. 



Si 2 





ng/MdOOg) 


lES^Jfg (sbaiO 
^BgM<Veh) 

mmm i sng/kg 

1 30Bg/kg 


104±22 
8±1 
52±8" 
97±14" 



Mean±SD 'K0.05, "xKO.Ol on Dunnetl's /-test. 

^js^ij 1 (Dit^mit. mm^-^-r^ ^hz^k>i mm-vnmm \zm l 
[!it»«»j3] mmmm (orx) 7-;/ hTo^isiiigossJiinf^ffl 

(^BS0!I6O. 3 0mg/kg) Sr 5 %>';<5";UXJl/7^^-> F^;^ 
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^13 





mg/tt^SlOOg 


ORX jtteg^(Vehicle) 

9ltfifR60 SOmg/kg 


103 ± 12 
10 ± 1^ 
21 d: 2** 



Mean±SD **p<0.01 on dunnett's f-test(vs Vehicle) 



**p<0.01 on unpaired t-test(vs Sham) 

mmmAi mmmm (orx) ^yh-c<DmiLm<ommmi}ai^mii^ 

1 2i§msD7>v hizi^mmmm^mvtc. m^^B^r)mmim 

ig<b^«5 immmeo. eomg/kg) ^^s^i^p^^^^p^jpsj^^i^H 
^w:^- u -zrmmmizmmi^T. i b i hjI s b 4 mm. ^ts:-^ Lfc. 

DCS- 6 0 0) -ess^L, ^mmit^^a^^mmmtimm^mmi^rz. 
u^^'&m 1 4 \z^-r. 
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mg/ft2l00g 


mg/cfn 


iE«»ga(Sham) 
ORX «Ra«(Vehicle) 
DHT lOmg/kg 


104 ± 18 

150 ± 14- 
56 ± 13** 


132 ± 5 
124 ± 5^ 

131 ± 7 

132 ± 7* 



MeanzfcSD *p<0.05, **p<0.01 <m dunnett's t-testivs Vehicle) 
^p<0.01 on unpaired t-testivs Sham) 

mmm e o o<b^4*itt» 4 jiras#-r « ic: * o »Rst3?* bx « 

5=-D> lmg/kg*3cfct;J:*:fg§g^b^ife30mg/kg*l^ 

i^tz 1 B 1 EI 1 jarBmiegfi;-^bfc. *fEBg>ft-&!^« o.5%;*5^;nr;WD 
T P J; s H(rfflR<oM«*iSPt::«TS2|i:fg§gft^!Kj© A R y rf- 

^15 









mg/tt:fi100g 


«I!g«<J(V«h) 


15.7 ± 18 




80.4 ± 13.7 




60.5 ± 10.7* 


utii^j 19 


58.2 ±: 17.7" 


mt&m 40 


55.9 ± 6.3** 



Mean±SD XO.05. '*p<0.01 on Dunnett's t-test 
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mmmii mi 

urn 4 8ing 

%ti SOmg 

f^^^Jlu—Ts 1 5mg 

yf-^-JUiDlO—T. 3mg 

;^5^7'U>ie^i^^->':7A 2mg 

^fi 1 0 0 m g 
[S2?fiJ0!I2] i3^-\i)Vm 

0 m g (r>U'^J$.6^^t>-:f^LMZ%m UT* y-t;i^J«:i3S3 Lfc. 

1 O^b^lSl 2mg 

mm 3 8mg 

%ffiF SOmg 

iKa-fe;l/0-X 8mg 

7.^T^)>m'^if^-i^f?2^ 2mg 

±S 1 0 Omg 
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1. 




N Y-Z-R* 
H 



R*R» {^tf, R*:fecfcOJR»«^tl^nSll2:LT*3!lM^. ^sglS 1 ~ 

DpC h^vS*fc«7^h^:7;i/:tPXh^->S^fe^L, XttCH. CH 
O. S^fc«NR« (SC*. R««3$S:LTHUB2R^<i:[^i;ici*5:« 

0~2O@|&S:SL.. Y«^35ligCl~9C07;P=^^;US. mm^3--7(D 
z^^aT)l^}Vm^ tKS^S. ^^|gCl~9©7Jl':3*->SS^ttNR' 
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itmm'^. -0-. -OCO-. -osoj-, -S-. -SCO-. 

-so-, -SOj-, -NR"-, -NR»CO-, -NR'SOj-, - 
NR'CONH-, -NR'CSNH-, -NR»COO-S:tti-NR' 

COCO- (i^^'P. R'fiTK^M^^, ^^S: 1 ~ 9 cdt;!/=^;ps. 

n=t^5^S, Any>^^. -has. TU-;US. NR»'R»* 
R»*3J;rXR«ti^n^n$6Sz:L.Ta(JI5R*<i:!^i;3ici*S:^-r. ) . * 

x;u:7 7^:<;px, ^^Sci ~4 0jltl»®ix;P:7 7^-f 
xh^->S<£^-r. ) ^^-To ) ^SL, R'«7Km][^^^, ^3^|gtl~ 

7)\^=¥)im. ADy>l]^^, @«4->UJl.S. S>S:ttR»-eSt6$tlTti 
Tfeckli7U-;PS R»«$fiS:LTMI2R">tf^i;iici*$^ 

T. ) «:^-r. fztzi.. zftmi^'^(Dm'^iz<D^R^ii/\ay>m^^ 

3. m^<Z)$gffl^l^ie«iCD7^h7t KP=ry U >^^#:^fc«-€-© 
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